SUmMARY An analysis is presented of the course and outcome of the initial referred attack in a group of 332 patients with Crohn's disease treated at the General Infirmary at Leeds from 1939 to 1968 inclusive. A further 50 cases were excluded on the basis of insufficient diagnostic evidence: usually such patients had acute terminal ileitis.
Several writers, notably Van Patter, Bargen, Docherty, Geldman, Mayo, and Waugh (1954) , Gump and Lepore (1960) , Stahlgren and Ferguson (1961) , Schofield (1965) , and Edwards (1969) have addressed themselves to the controversial problem of formulating a prognosis for Crohn's disease. But almost without exception they have encountered serious difficulties-from incompleteness of their follow-up data, from the lack of a clear distinction between patients with disease in different sites, or from inadequate definition of the criteria for inclusion of cases or assessment of results. What has further handicapped many of these workers has been their failure to appreciate that, just as in the comparable condition of ulcerative colitis (Edwards and Truelove, 1963, 1964; Watts et al, 1966a and b) , the short-term and long-term prognosis for Crohn's disease may be quite different. So, in Crohn's disease it may be important to distinguish between these two concepts of the patient's prognosis. We have elsewhere reported upon the long-term prognosis for Crohn's disease, both after conservative therapy and F. T. de Dombal, L. L. Burton, Susan E. Clamp, and J. C. Goligher inclusion if stringent criteria had been met. In this respect we were to some extent fortunate, as there has been something of a bias towards operative therapy for Crohn's disease in this hospital, and also towards resection as opposed to bypass operations. Hence in the vast majority of instances, the diagnosis in our series was made during life on the basis of histopathological evidence of the kind outlined by Morson (1968) and commented upon more recently by Cook and Dixon (1973) .
Occasionally figure 1 , from which it will be seen that the rate of presentation of patients with Crohn's disease to this hospital has increased approximately five-fold in the past three decades. The composition of the series by social class is shown in figure 2 , and some of the associated diseasesfrom which the patients suffered up to and including the time of presentation, are shown in figure 3 .
In view of recent reports, it is worth noting that all forms of Crohn's disease appear to have increased in frequency, and not merely Crohn's disease in young women or colonic disease in elderly women (Krause, 1971; Kyle, 1972 figure 4 . Seventy patients were known to have disease confined to the large bowel at the time of initial presentation, in 136 the disease process was completely restricted to the small intestine, and in 115 the disease involved both large and small bowel. Conservative management proved most effective in patients with disease restricted to the large bowel. Over 10% of these patients achieved full clinical remission of symptoms, only 2*9 % progressed to chronic invalidism, and the rate of recourse to surgery was relatively low, though even so it was almost 50%. These achievements of conservative therapy may not appear particularly spectacular, but they are impressive when compared with the results of conservative management for patients with diffuse disease affecting both small and large bowel. In this latter group, only one patient out of 115 achieved a full remission of symptoms on conservative treatment alone, and the overwhelming majority eventually came to surgery.
Age of the patient The age of the patient had a profound effect upon the outcome of the first referred attack, as shown in table VII. Particularly striking are the death rates in the varying age groups analysed (fig 4) . No patient under the age of 20 died during an initial attack, but thereafter the mortality rose steeply, from 1.9% overall in the age group 20-39, through 5.3 % in the age group 40-59 years, to no less than 14.8% in the group of patients aged 60 years and over at the time of their first referred attack. Moreover, this trend holds good not only for the whole group surveyed, but also for patients in their first attack when considered separately. We must, therefore, conclude that, as with other diseases such as ulcerative colitis (Watts et al, 1966a, b) and haematemesis (Jones, 1950) , an acute attack of Crohn's disease presents increased dangers in the elderly patient.
Sex of the patient Surprisingly, the mortality rate during the initial referred attack proved to be higher in females (5.3 %) than in males (1.3 %) as shown in figure 4 . This difference, when analysed statistically, reaches significance at the 5% level (p < 005) and is consistently seen in both first attack and relapse cases. We can offer no explanation for this finding, nor for the concomitant finding that the rate of progression to chronic invalidism is also significantly higher in females than in males (5.3% vs 0-6%, p < 0.02).
Rapidity of onset Previous work (Atwell, Duthie, and Goligher, 1965) Table VII Age related to outcome of first referred attack ileitis'. As already discussed, the prognosis of such cases is excellent, but in many instances there is no positive evidence that the patient does in fact have Crohn's disease; and it seems most likely that inclusion of such patients in previous surveys has been the factor which appeared to confer a favourable prognosis on patients with a rapid onset of Crohn's disease.
Discussion
Of the several problems brought to light by this study, three seem to warrant particularconsideration, namely, (1) the criteria for acceptance of patients into such an enquiry; (2) (Strombeck, 1937; Homb, 1946; Armitage and Wilson, 1950; 441 Austin, 1956; J0rgensen, Varg, and Pedersen, 1969; Sj6strom, 1971) .
THE OUTCOME OF CONSERVATIVE MANAGEMENT Truelove (1971) has aptly commented that the whole question of the medical management of Crohn's disease at the present time is in a state of utter confusion. The results of this confusion are well seen in the present survey, for, whatever the successes or failures of operative intervention (see de Dombal et al, 1971a, b) there can be little doubt from our results in this survey that conservative forms of therapy have had little or no effect upon the patient. It could be argued that there has been a bias towards surgical intervention in this hospital, and that some of the patients who came to surgery might eventually have achieved remission on medical treatment alone. Conceivably, this might be so, but there are several reasons for rejecting this argument. First, there is no evidence to indicate that increasing the duration of conservative management increases its efficacy. Second, the long-term results of conservative management for Crohn's disease in our own series are equally unimpressive. Finally, in patients with diffuse disease (where operation tends to be delayed because of anticipated technical difficulties andfear of postoperative malabsorption) the results of conservative management are lamentable in the extreme. Only one single patient out of over one hundred with diffuse lesions achieved even a temporary return to normal health on conservative management alone (table VIII) .
COMPARISON WITH ULCERATIVE COLITIS
From these data it is apparent that the natural history of the first referred attack of Crohn's disease is completely different from that of ulcerative colitis as reported from Oxford (Edwards and Truelove, 1963) and from our earlier studies in Leeds (Watts et al, 1966a) . Table IX shows that whilst 70% of patients suffering from an initial attack of ulcerative colitis may expect to achieve remission of symptoms on conservative management, the comparable figure for Crohn's disease is only 5*1 %. Moreover the rate of recourse to radical surgery is far higher in Crohn's disease (56 9 %) than in ulcerative colitis (1 1-3 %).
It might well be argued that this comparison of our overall findings in Crohn's disease against a group of ulcerative colitis patients is invalid. We, therefore, undertook a further analysis, restricting consideration to Crohn's disease patients who presented in the initial attack and in whom disease was wholly restricted to the large bowel. The results of this further analysis are shown in table X from which it will be seen that the rate of recourse to surgery is still F. T. de Dombal, I . L. Burton, Susan E. Clamp, and J. computer-assisted studies (de Dombal et al, 1974) to differentiate more clearly between the two conditions.
